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,ooucasné znalosti hovori pro individualizaci
- trvani DAPT na zakladé bedliveho posouzeni

Ischemickeho a krvacivého rizika a prani
nemocného”

%2 Krajska zdravotnt, .
- Masarykova nemocnice @
v Usti nad Labem, 0.z. 14



v 4

» DAPT na 6 mésicu je dostatecna

Thrombosis

‘Bleeding is the Cost of
Improved Antithrombotic Efficacy” 2?7
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» DAPT na 6 mésicu je dostatecna!

Table 1. BARC Definitions

Type 0

INo bleeding

Type 1

[Bleeding thar is not actionable and does not cause the
[patient to seek treatment

Type 2

|Any clinically overt sign of hemorrhage that “is actionable
and requires diagnostic studies, hospitalization, or
treatment by a health care professional

Type 3

a.  Overt bleeding plus hemoglobin drop of 3 to < 5 g/dL
(provided hemoglobin drop is related to bleed): transfusion
with overt bleeding

b.  Overt bleeding plus hemoglobin drop < 5 g/dL
(provided hemoglobin drop is related to bleed); cardiac
tamponade; bleading requiring surgical intervention for
control; bleeding requiring IV vasoactive agents

c.  Intracranial hemorrhage confirmed by autopsy,
limaging, or lumbar puncture; intraocular bleed
compromising vision

Type 4

CABG-related bleeding within 48 hours

Type 5

a.  Probable fatal bleeding

lb.  Definite fatal bleeding (overt or autopsy or imaging
confirmation)

Klasifikace krvaceni

TIMI Bleeding Classification

Major Intracranial haemorrhage or clinically overt bleeding (including
imaging) > 5 g/dL decrease in the haemoglobin
concentration

Minor Clinically overt bleeding (including imaging) with 3 to <5 g/dL
decrease in the haemoglobin concentration

Minimal Clinically overt bleeding (including imaging) with a <3 g/dL

decrease in the haemoglobin concentration

GUSTO Bleeding Classification

Severe or life threatening

Either intracranial haemorrhage or bleeding that causes
haemodynamic compromise and requires intervention

Moderate Bleeding that requires blood transfusion but does not result in
haemodynamic compromise
Mild Bleeding that does not meet criteria for either severe or

moderate bleeding
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= Krvaceni a DAPT

Bleeding and DAPT Duration

OPTIMIZE: 3 versus 12 months 21

REPLACE-2 & GUSTO any bleeding
n=3119 - __

RESET: 3 versus 12 months

T I o i
n=2117 = Long DAPT
EXCELLENT: 6 versus 12 months 03
TIMI major bleeding -
n=1443 I o
ISAR-SAFE: 6 versus 12 months 02
TIMI major bleeding
\ n = 4,005 . -

PRODIGY: 6 versus 24 months 0.6

TIMI major bleeding p=0.004
n=2013 el
ITALIC: 6 versus 24 months 0.0
TIMI major bleeding
n=2031 . o

DES LATE: 12-18 versus 3642
months 11

Tl major bisecing [ '
n=5045
DAPT: 12 versus 30 months 1.6 p = 0.001
GUSTO severe or moderate bleeding
n = 9,961 ) LR,
0.0 05 1.0 1.5 20 25 30 35

Event rate (%)

Rates of bleeding are consistently higher for prolonged

DAPT, reaching statistical 51gn1ﬁcance in some studies
European Heart Journal (2015) 36, 1207-1211
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= Meta-Analyses of Dual Antiplatelet Therapy Following Drug-
Eluting Stent Implantation : Do Bleeding and Stent Thrombosis
Weigh Similar on Mortality?

Association Between Log-Transformed Risk of All Bleeding and ST With Noncardiovascular
and Cardiovascular Mortality, RespectivelyThe size of each circle represents the precision of
each estimate ...
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In conclusion, in drug-eluting stent trials of DAPT duration, bleeding seems to be significantly associated with noncardiovascular mortality, whereas
ST does not seem to be significantly associated with cardiovascular mortality. Therefore, DAPT prolongation over current recommendations should
only be undertaken after careful consideration of the benefit-risk balance.
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» DAPT na 6 mésicu je dostatecna!

» Kilinické a proceduralni charakteristiky spojené se
zvysenym ischemickym rizikem nebo krvacenim

Increased Ischemic Risk/Risk of Stent Thrombosis Increased Bleeding Risk
{mav favor longer-duration DAPT) (may favor shorter-duration DAPT)
\ Increased ischemic risk * History of prior bleeding
! * Advanced age * Oral anticoagulant therapy
| * ACS presentation ¢ Female sex
. }Iultiple pri.nr MIs e Advanced age
* Extensive CAD ¢ Low body weight
¢ Diabetes mellitus e CED
e CKD e Diabetes mellitus
Increased nisk of stent thrombosis * Mma ,
¢ Chronic steroid or NSAID therapy

ACS presentation

Diabetes mellitus

Left ventricular ejection fraction <40%
First-generation drug-eluting stent
Stent undersizing

Stent underdeployment

Small stent diameter

Greater stent length

Bifurcation stents

In-stent restenosis
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Muz, 67 let

kurak

Namahova AP Il-1ll KKVK
1VD

1 DES 2. generace

(biodegradabilni polymer, abluminaini kryti)
= DAPT 3 M
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muz, 74 let

DM II. typu na inzulinu
(CHRI)

HLP, art. Hypertenze
ICH tepen DK, PTA bil.
2002 LIMA RIA, AKB
ad RD a RMS

po recidiv. IM

Permanentni Fis na OAK
(hematurie pfi norm. INR)

= Nyni NSTEMI
= DES 2. generace (biodegradabilni polymer, abluminaini kryti

) lopidogrel+warfarin na 6 M, ddle pouze W
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3 73 let, po AKB, DM, K
CI ACD s BMS 2004

. generace
pozdni trombdza DES

i

= DAPT dozivotné
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= Doporuceni ACC/AHA (2016) a ESC/EACTS (2014)

Levine, GIN, et al.
Focused Update on Duration of Dual Antiplatelet Therapy

2016 ACC/AHA Guideline Focused Update on Duration of Dual Antiplatelet
Therapy in Patients With Coronary Artery Disease

A Report of the American College of Cardiclogy/American Heart Association Task Force on
Clinical Practice Guidelines

An Update of the 2011 ACCF/AHA/SCAI Guideline for Percutaneous Coronary Intervention,
2011 ACCEF/AHA Guideline for Coronary Artery Bypass Graft Surgery,

2012 ACC/AHA/ACP/AATS PCNA/SCAT'STS Guideline for the Diagnosis and Management of
Patients With Stable Ischemic Heart Disease, 2013 ACCF/AHA Gudeline for the Management of
ST-Elevation Myocardial Infarction, 2014 AHA/ACC Guideline for the Management of Patients With
Non—S5T-Elevation Acute Coronary Syndromes, and 2014 ACC/AHA Guideline on Perioperative
Cardiovascular Evaluation and Management of Patients Undergoing Noncardiac Surgery

Developed in Collaboration With the American Association for Theracic Surgery, American Society of
Anesthesiologists, Society for Cardiovascular Angiography and Interventions, Society of Cardiovascular
Anestheziologists, and Society of Thoracic Surgeons

Endorsed by Preventive Cardiovascular Muorses Association and Society for Vascuolar Surzery
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@ Ewropean Heart joumal (2014 35, 25412615

ESC/EACTS GUIDELINES .

2014 ESC/EACTS Guidelines on myocardial
revascularization

The Task Force on Myocardial Revascularization of the European
Society of Cardiology (ESC) and the European Association
for Cardio-Thoracic Surgery (EACTS)

Developed with the special contribution of the European Association of
Percutaneous Cardiovascular Interventions (EAPCI)

Authors/Task Force members: Stephan Windecker® (ESC Chairperson) (Switzerland),
Philippe Kolh* (EACTS Chairperson) (Belgium), Fernando Alfonso (Spain),
Jean-Philippe Collet (France), Jochen Cremer (Germany), Volkmar Falk (Switzerland),
Gerasimos Filippatos (Greece), Christian Hamm (Germany), Stuart ). Head
(Netherlands), Peter Jiini (Switzerland), A. Pieter Kappetein (Netherlands),

Adnan Kastrati (Germany), Juhani Knuuti (Finland), Ulf Landmesser (Switzerland),
Giinther Laufer (Austria), Franz-Josef Neumann ( Germany), Dimitrios ). Richter
(Greece), Patrick Schauerte (Germany), Miguel Sousa Uva (Portugal),

Giulio G. Stefanini (Switzerland), David Paul Taggart (UK), Lucia Torracca (ltaly),
Marco Valgimigli (Italy), William Wijns (Belgium), and Adam Witkowski (Poland).
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Subject Flow

Index
Stent
Procedure

0-12 Months: At Month 12:
All Subjects on 11
Open-Label Randomization
DAPT Occurs
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Severe
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Stent & Drug Types
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All-Cause Mortality
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2016 ACC/AHA Guideline Focused Update on Duration of Dual Antiplatelet
Therapy in Patients With Coronary Artery Disease

A Report of the American College of Cardislogy/ American Heart Association Task Force on
Clinical Practice Guidelines
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= Zadny statisticky rozdil

Editorials RESET a SECURITY:

,With newer-generation DES, shorter DAPT duration
(3-6M) seems very reasonable to consider and is
increasingly used in the art of takeing care.”

X2 Krajska zdravotnt, a.s.

- Masarykova nemocnice @&
vUstinad Labem, 0.z. WV

IC Myocardial infarction

+ ————— —

' Endpoints After 12 Months Versus Shorter Courses of DAPT After DES implantation ( Stabilni AP |ACS)

Frolnged Short Odds Ratio (OR)
Bucy Ewverris Total Events Total on L]
EXCELLENT (5 xx. 12m0) T m 0 a2 i 053 P21
MESET (3 v 12 ) 4 1058 21099 e pr—— . 01 Q37-15 1)
OPTINEE O v 12 ) Q15 49 1963 0ss 035120
ESECURITY (6 va 12 e} |- ird e o2 — 0 044100
ESAN-SAFE (6 we. 12 g 4 2000 02 1LOT 030-229)
Mayos o Slerrthcal mesy araya s .90 (0.80-1.20)
Fized eMact model a2 coss 9 o33 OET joss-1.13)
Mandom eMects model 08T (0.85-1.19)

Hetrrogensty” egameendi Sy-scuwended. aw) &) 1

| B ™

T 02 o3 1 4 S 10
Poclonged betier Short better

D Stent thrombosis

Probaged Shon

Oads Ratle (08

Study Bverris Total Bwerrts Total OR 9% C
EXCELLENT 6 v 3 ma) ¢ e TR —e—il 047 P03-1.39)
RESET (3 s 12 maf 3 1058 Z 108 e G 150 pas-am
DPTIMTE (3 v, 12 mo} 12 165 3 1563 —8— 083 PN42-204)
BECURITY (Bws 12ma) 3 7 2 o " Bt 143 P20
ISAR-GAFE |6 ws. 12ma) 4 2000 § 19 —— 080 P21-287)
Nayesnz Hecarchical mata-anaslpsis . 29 (& 148
Facod offect model 2 W5 2% 03 32 71 )
Random effects model . 087 A 55)
; f L | ’l ] ' 1
0102 058 1 2 & %
Prodosged beter  Shoet beter
E Primary endpoint
Proknged Short Odas Rasio (OR)
Shaty Everts Total Rwents Totad OR W% O
EXCELLENT 5 va. £2 ma) N ™ M R 088 PN5-1.45)
RESET (3 w5 12 ma| 4t 1058 0 1058 103 05661 .60)
OPTWMEE (3 vs. 12 750 o) 1656 83 15665 087 P72-1.31)
SECURITY (Bws. 12ma) a I N 6 082 P4-1.3)
ISAR-BAFE |16va. 12 moy 2 2003 25 10% 190 0551.83)
Dayws e Necarchical mais-anabysis 19 1)
Fcad effect model 20 058 227 0 255 0.30-1.16)
Random effects mooel .95 0A0-1.146)
e e e SR U B S — —— r—

0102 05 1 2

5§ W

Profonged beter  Shon benes



A
E:\z-'u 0&F

=  Kratsi DA

- statistick

Z divodi

Short-'

Dual A1

k Drug-E
\,lz (s : ray . An Individi

Original Studies

» DAPT na 6 mésicu je dostatecnal!

Catheterization and Cardiovascular Interventions 88:178-189 (2017)

CORONARY ARTERY DISEASE

Short-Versus Long-Term Dual Antiplatelet Therapy i)
After Drug-Eluting Stent Implantation in Women Versus = "'

Men: A Sex-Specific Patient-Level Pooled-Analysis of Six o g
Randomized Trials o ot

Fadi J. Sawaya, ' mp, Marie-Claude Morice,’ mo, Marco Spaziano, mo, BRI LY IyRes: Sewriomme
Roxana Mehran,” mo, Romain Didier,” mo, Andrew Roy,’ mo, Marco Valgimigli,” mo, pro, " w
Hyo-Soo Kim,” mp, pho, Kyung Woo Park,” mo, Myeong-Ki Hong,” mo, #ro,
Byeong-Keuk Iitirrll,ﬁ Mo, PrD, Yangsoo Jang & Mo, Phb, Fausto Feres, wp,
Alexandre Abizaid,” mp, Ricarde A. Costa,” mp, Antonio Colombo,” Mo,
Alaide Chieffo,” mp, Gennaro Giustino,” mo, Gregg W. Stone,” o, yee
Deepak L. Bhatt,'” mo, mpx, Tullio Palmerini,'' mo, and Martine Gilard,” mo

Background: Whather the efficacy and safety of dual antiplatelat tharapy (DAPT) are uni- " Eons E
form belwesn sexes is unclear, We sought to compare clindcal outcomes bebween shar. e
=6 manths) versus long-term (=1 year) DAPT after drug-eluting stent [DES] placement in

women and men. Methods and Resulls: We pooled Individual patient data from & randam-

ized trials of DAPT (EXCELLENT, OPFTIMIZE, PRODIGY, RESET, SECURITY, ITALIC PLUS)

The primary outcome was 1-year risk of major adverse cardiac events [MACE). The main

sacondary outcome was 1-year risk of any bleeding. Out of the 11,472 randomized patients peiR4
inchuded in the pooled dataset, 3,454 (30%) were fernales. At 1-year follow-up, women had
higher risk of MACE [3.6% vs, 2.8%; P =0.01) but similar risk of bleeding {1.9%: vs. 1.6%;
F=0.16) as compared with men, Compared with long-term DAPT, short-term DAFT was
associated with similar rates of MACE in both women [(HR 0.88; 95%: CI 0.82-1.26] and man
{HR 1.25; 95% €1 0.95-1.6; P interaction = 0.08)]. At 1-year follow-up, short-term DAPT was
associated with lower rates of bleeding as compared with long-term DAPT in both women
{HR 0.84; 95% CI 0.51-1.37) and men (HR 0.58; 5% C| 0.40-0.84; P-interaction = 0.25). The
prasence of MVD was associated with higher MACE rales in the short-term DAPT group in
women (HR: 1.16; €1 0.60-2.23) and men (HA: 2.28; €1 1.22-4.2%; P interaction = 0.25). Con-
clusions: Short-term DAPT is associated with similar rates of MACE but lower risk of
bleeding when as comparad with prelonged DAPT, There was no significant ditference
betwesn sexes in the population studied, 2016 Wiley Pericdzals, Ine

Key words: dual antiplatelet therapy duration: major adverse cardiac events: drsg-elut-
ing stenls; women
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Shrnuti: DAPT >12-30M

- Shizeni trombozy a ischemickych prihod o 1-2%
- zvySeni krvacivych komplikaci o 1%

* Na 1000 Iécenych nemocnych:

- 0 6 mene IM

-03 méne ST

- za cenu 5 novych zavaznych krvaceni

(- nevyznamne — o 2 vice nekardialnich amrti)
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All-Cause Mortality Rate im All Patients (A) and in Those With (B) and Without {(C) A Prior History of Acute Coronary Syndrome

A Overall
Prolonged Short Odds Ratio (OR)

Study Events Total Events Total OR 95% CI
CHARISMA 371 7802 374 7801 ‘ 0.99 (0.86-1.15)
PRODIGY 65 987 65 983 —— 1.00 (0.70-1.42)
ARCTIC 9 624 7 635 . Y 1.31 (0.49-3.55)
DAPT 98 5020 74 4941 -— 1.31 (0.97-1.78)
DES-LATE 46 2531 32 2514 J— 1.44 (0.91-2.26)
PEGASUS 615 14095 326 7067 0.94 (0.82-1.08)
Bayesian hierarchical meta-analysis 1.04 (0.90-1.30)
Fixed effect model 1204 31059 878 23941 1.01 (0.93-1.11)
Random effects model 1.03 (0.92-1.16)
h I-sq “‘%,bo-wmmmf

I 1 1 L] ' 1
0102 05 1 2 5 10
Prolonged better Short better
B History of Acute Coronary Syndromes

Prolonged Short Odds Ratio (OR)
Study Events Total Events Total . OR 95% CI
CHARISMA 82 1903 99 1943 —I'I> 0.84 (0.62-1.13)
PRODIGY 52 732 56 733 —1:——- 0.92 (0.62-1.37)
ARCTIC 1 156 2 167 4 0.53 (0.05-5.93)
DAPT 24 1805 27 1N ——4"— 0.87 (0.50-1.51)
DES-LATE 37 1512 43 1551 —— 0.88 (0.56-1.37)
PEGASUS 615 14095 328 7067 0.94 (0.82-1.08)
Bayesian hierarchical meta-analysis ! 0.91 (0.76-1.07)
Fixed effect model 811 20203 553 13232 0.92 (0.82-1.03)
Random effects model . 0.92 (0.82-1.03)
geneity: I-squared=0%, tau-sq 0, p=0.979 H

I I I I I 1 1
0102 05 1 2 5 10
Prolonged better Short better

C No History of Acute Coronary Syndrome

Prolonged Short Odds Ratio (OR)
Study Events Total Events Total X OR 95% Cl
CHARISMA 289 5899 275 5858 h 105 (0.88- 1.24)
PRODIGY 13 255 9 250 —f— 144 (0.60- 3.43)
ARCTIC 8 468 5 488 — 161 (0.52- 4.96)
DAPT 74 3215 47 3170 -— 157 (1.08- 2.26)
DES-LATE 9 1019 0 983 * 18.12 (1.05-8311.7)
PEGASUS 0 0 0 0 H
Bayesian hierarchical meta-analysis 1.35 (0.93- 2.36)
Fixed effect model 393 10856 336 10709 e 117 (1.01- 1.35)
Random effects model - 135 (0.94- 1.93)
Heterageneity: I-sq d=50.9%, tau-sq d=0.0682, p=0.0862 H
f T T 1
%z Krajska zdravotnf, a.s. 0102 05 1 2 5 10
- Masawkova nemocnice @& P'Ob"g” better Short better

v Usti nad Labem, 0.z. A 14
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Figure, Risk of All-Cause Mortality With More Intensi
Prevention in Patients With Prior Myocardial Infarctic

More Intensive  Le
,Thelsuccessive mixing of différent N
trials with. diffetéht Ahtiplatelet agents ¢
and different durations of follow-up not s«
y atfdsclinical heterogenéltyﬁto the %

ané[yﬁé but also unforturiq(}éf .
produces aperception that repetitive -
statisticak amaalyses:were performed to 2:

obtain a certain desired résuit**  ®-
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Figure. Number Needed to Treat

LD =
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4
d - 302
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=
+— 100+
= 3
- 1
10 =
FEGAZUS-TIMI 33 Trial Pooled Anglysis

(60-mg dose)

Logarithmic plot showing the number needed to treat (NMT) for
berefit or harm with each year of extended dual antiplatelet
therapy in patients with prior myocardial infarction, based on
analysis®* of dara from the Prevention af Cardiovascular Events
in Patients With Prior Heart Attack Using Ticagrelor Compared
With Placebo on a Background of Aspirin-Thrombolysis in
Myocardial Infarction 54 {(PEGASLUS-TIMI 54) trizl® and a
retrospective subgroup analysis * Bacause the 60-mg dose of
ticagrelor was associated with ne significant reduction in
maortality in the PEGASUS-TIMI 54 trial # the 35% C1 for the NNT
crosses infinity {(indicated by the break in the y-axis [/1) and
includes the possibility of harm.® Error bars indicate 955 CI.

(Bittle JA, Bates RE. JACC 2016, Vol 1, No 6, 62-30)
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100% — BMS
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FIGURE 1 Distribution of the Use of n-DES, o-DES, and BMS During the
Study Period
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The use of new-generation drug-eluting stents (N-DES) increasead from 10% in
2009 10 85%6 in 2012. The use of bare-metal stents (BMS) decreased from 50
N 2007 to 15 in 2012. The use of old-generation drug-eluting stents (0o-DES)
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Primary Safety Endpoint: 29% Reduction in the Rate of
the Composite of Cardiac Death, MI, ST

" p < 0.001 for non-inferiority
5 15 p = 0.005 for superiority
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LEADERS FREE ACS LEADERS

Cardiac Death, MI, or Def / Prob ST- 12 Month FU
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Duration of Dual A Therapy:

A Systematic Review for the 2016
ACC/AHA Guideline Focused Update
on Duration of Dual A

Therapy in Patients With

Coronary Artery Disease
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CONCLUSIONS

Evidence from RCTs suggests that patients undergoing implantation of safer, newer-generation DES may be treated
with a minimum DAPT duration of 3 to 6 months to prevent early and largely stent-related thrombotic events, but
extension of DAPT beyond 12 months entails a tradeoff. The declining risk of late stent thrombosis with newer-
generation DES and the inability to predict life-threatening bleeding limit the appeal of 18 to 48 months of
DAPT over 6 to 12 months of therapy.

In contrast, patients with prior Ml at high risk of atherothrombosis experience fewer ischemic events with

prolonged DAPT at a cost of increased bleeding events.
(NSTE-ACS or STEMI)

o) (e (G ) () (o)

f B

no significant overt bleeding on DAPT

[ No high risk of bleading and ]

No high risk of bleeding and
no significant overt bleeding on DAPT
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EUROPEAN doi:10.1093/eurheartj/ehu2 78
SOCICTY of
CARCACKLOGY *

European Heart Journal (2014) 35, 2541-2619 ESC/EACTS GUIDELINES 9

2014 ESC/EACTS Guidelines on myocardial

revascularization
DAPT treatment according to Bleeding Risk status

_____SCAD | ACS

ml <6 M (option) <12M {option) I <12M (option)

In SCAD, recommendation is IAfor BMS, IB for DES in LBR patients and lIbA for DES in HBR patients.
In ACS, recommendation is 1A for 12 months for LBR, but there is no specific recommendation for HBR patients.

11602-000-EM-Rev.01

DAFT=Dual antiplatelet therapy;
SCAD=5table Coronary Artery Disease;
BlSE_NSORS 1 Windecker et al. EHJ 2014; 35, 2541-2619 ACS=Acute coronary Syndrome
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" Soucasna data nesveédci pro > 12 M DAPT
(Na 1000 Iééenych nemocnych: o 6 méné IM, o 3 méné ST, o 5 vice zavaznych krvaceni;
| /+ mozna o 2 vice umrti/)

W
il

oS

. S novymi typy DES klesa ST/IM, krvaceni ma vysSi
mortalitu nez pozdni tromboza stentu, ekonomickeé
aspekty.

» [ndividualizovana DAPT na zaklade zhodnoceni
individualniho ischemického/krvacivého rizika a prani
nemocného

» Noveé studie DAPT vs monoterapie
(GLOBAL LEADERS, TWILIGHT study)
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